of "minor" rash (rash 1) on eighth day and " major"9 rash (rash 2) on twenty-fourth day of phenindione therapy; (2) progressive serial involvement of platelets and white cells with slow gradual fall in haemoglobin; (Portal and Emanuel, 1961) 11 12 (Perkins, 1962) 13 (Baker and Williams, 1963) The prednisone was gradually withdrawn after five afebrile days. A " provocative" test dose of phenindione, 10 mg., was then administered by mouth. Within 24 hours there was a recurrence of fever and a pruritic erythematous rash with urticaria over the face which, however, settled with promethazine alone.
The patient remained well but the haemoglobin had fallen to 59% Sahli (P.C.V. 26%; M.C.H.C. 30%) a month later (Fig. 2) The haemoglobin rose spontaneously to 92% over the next six weeks (Fig. 2) 
COMMENT
The striking feature of the sensitivity reaction in this patient was the graded progression of the various sensitivity phenomena. Thus, a transient erythematous rash comparable to the " minor " rash of Stafford (1961) on the eighth day of treatment was followed by a major rash on the twenty-fourth day with stomatitis, pharyngitis, irregular fever, thrombocytopenia, and diarrhoea progressing to agran-ulocytosis and biochemical evidence of hepatitis. The features of the latter were comparable to those reported in 13 other cases in the literature (see Table) . The biochemical picture is variable and non-specific, at times favouring hepatocellular damage and in others a cholestatic process, in keeping with the liver histology recorded in the few cases examined.
Blood loss and haemolysis were excluded as possible causes of the anaemia, but the red-cell survival studies were carried out at a time when the haemoglobin was beginning to show a spontaneous improvement. While a transient haemolytic reaction cannot be excluded, the extent and the rate of fall in the haemoglobin level is considered to be explained more adequately on the basis of an aplastic reaction of the erythroid series. The known rates of turnover of the formed elements of blood and the striking progression of involvement of the thrombocytes, granulocytes, and erythrocytes would seem to suggest an aplastic reaction involving all three elements in the bone-marrow. Burns and Desmond (1958) suggest that sensitivity reactions from phenindione may be due to the presence of the potentially toxic modified benzene ring in the compound. Sdderberg and Wachtmeister (1956) demonstrated an interference with energy transfer mechanisms in experimental animals, and Perkins (1962) has suggested that this may be responsible for the toxic action of phenindione on the liver, kidney, and bone-marrow in man.
In one of the two cases of thrombocytopenia cited in the literature specific platelet agglutinins were demonstrated (Farwell, 1959) . A rapid fall in haemoglobin in response to a "provocative" dose of phenindione, noted by Makous and Veer (1954) in their patient, suggested a haemolytic reaction. The haematological features in the present case are, however, best explained on the basis of a transient aplasia of the bonemarrow. The eosinophilia and the possible slight increase of plasma cells in the marrow are of note. An immunological reaction sometimes involving the formed elements directly and sometimes the precursors in the bone-marrow seems to be a reasonable alternative hypothesis for the mechanisms producing the varied haeniatological changes observed. What determines the site of immunization in the individual patient remains unexplained.
